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Effect of Indo1 on Hematopoiesis in Dogs Fed Deficient Diets. 

f'reviou? coiilil~~uiic;itic,ii~' ii-om t!iis 1al:oratory ha\-e presented 
evidence that anemia can I)e causetl in dogs by administering amido- 
pyrine tog-ether with a l~Iac~.r-t i~ngue-l ,roduciii~ diet. Neither amitlo- 
pyrine alone nor the diet alone caused anemia under the experimen- 
tal conditions ol~servetl. The anemia \\hicli resulted from the com- 
hiiiatiriii o f  (lrug and (Iiet c ~ , u I r I  I)e cured 1)':- atlniinistering a yeast 
1)rel)aration \\.Iiich is l,re\.eiiti\-e of the symptoms of ljlack tongue. 
The uni forni effectiveness oi aniitIopyrine under these circumstances 
suggested that some eii(1ogeiio~is aroniatic compound might be 
similarly effective. Intlol \\as selected for trial because it was avail- 
able commercially and because certain published experimental evi- 
dence \?-as at hand \vhicIi IEortl' o n  its mode o i  detoxification (Hous- 
say' 1 .  

Dog.; \\-ere kept untler stantlard conditioiis and were fed the 
black-tongue diet which has been described previo~is ly .~ The diet 
was known to cause symptoms regularly in from 5-12 weeks. ;ine- 
niia occasionally occurred due to  the diet feeding alone, but was of 
such an incidence and tlegrrc that i t  could be ruled out as a com- 
plicating factor in the experiment. 

The Irlack-tongue diet \\.as fed without 
supplement until the first mani icstations of stomatitis appeared. Then 
one gram of crystalline indol was fed daily in a capsule. PI very 
severe drop in blood levels resulted G t h  striking suddenness. Ery-  
throcyte levels of one million cells or iewer per ~ n m . ~  were encoun- 
tered irequeiitly aiitl iatalities irom acute anemia were not uncom- 
mon. I i  the animal survivetl the immediate drop in blood levels, 
there was ;I distinct tendency ton-art1 recovery. as shoim by a rise 
in blood levels in spite oi tlic fact that the indo1 administration was 
continued. C'ontrol studies i n  \vhich the same amount of indol was 
administeretl to dogs ied ;I nc~rnial diet resulted in no persistent 
anemia oi si!yiiticant dexree. 

E.i-pa.imc?it I I .  Fig. 2. ) I'rolollged experiments were next 
made i n  circ!er to estal)lisi? lic!ontl question the effect of diet on 
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FIG. 1. 

the tolerance of the experimental animal to orally administered indol. 
The drug was fed throughout the study. During a suitable control 
period, the diet was normal. An irregular mild fall in blood levels 
occasionally resulted, but was temporary and was overcome as soon 
as the animal could increase hematopoiesis to compensate for the 
increased demand. Rare animals were encountered which showed a 
greater susceptibility to the drug than the average dog. In  such 
instances the dose was adjusted so that essentially normal blood 
levels were maintained during the control periods. When the 



blood hecame stabilized. the diet was changetl to one which regularly 
caused black tongue. A slow but steady fall in Idootl levels re- 
sulted, accompanied at  first by an increased tiumlier of circulating 
reticulocyte5, tollotved by .light increase in the I)lood levels. As 
the esperiment continued, however, anemia hecame severe and the 
reticulocytes staldizetl a t  I O U  levels. (hltil>erger* had shown that  
liver estract \\-as capable of preventing atit1 curing the syniptoms o f  
esperimental Mack tongue. ,IccorditigIy the effect of administering 
liver estract to dogs n ith the itidol-and-deficient-diet anemia was 
tested. X sharp rise in reticulocytes ant1 improvenient in l~looci levels 
resulted it! every instance iir .pite o €  continued intlol feeding. 

-\lthough ample control e\cperinients had shown that no such 
anemia ever occurred under the esperimental contlitions due to the  
diet feeding alone. further experiments were made to control this 
factor. Dogs fed diets of milk esclusively showed a similar sus- 
ceptihilit! t o  inclol. This \ \as  e,lLially true of ariinials which refused 
food and became voluntarily nia!iicxirished. 

Pathological studies slit)\\ etI a very marked extension of active 
marrot\- during the anemic piiaw. The marrow throughout was 
solitl, deep red, gelatinous tis5ue which shonetl on histological ex- 
amination an increased ceilularity and a predominance of immature 
forms. 

Orally athinisteretl  indol is causative 
of anemia in dogs fed a diet n.hicli is causative of Mack tongue. The  
same amount of itidol tlois not cause consit1eral)le anemia in dogs 
fed a normal tliet Liver evtract is preventive and curative of the 
a ne mia . 
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Effect of Diet on Susceptibility of Canine Hematopoietic System 

to Damage by Amidopyrine. 

The association of aiiiitlopj riiie ntlniinistration \vith the occur- 
rence of acute agranulocytosis of human heings has heen described 
by Kracke and Parker.' J t a d i ~ ~ x i  and Squier,' anti many others. 


